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DISKETS@ @  
Dispcrsi~lq~ablets 

(hlathidono HydrochIorlde 
Tablob USP), 40 mg 

For MstbkdorteTreitment Progrqmo 1 

CONOITIOKS FOR OISTRIB~ION AND 
USE OF METHADONE PRODUCTS: 

Coda of Fodeml Regulations, 
Title 21, Sea297.505 

METHADONE PRODUCTS, WHEN USED FOR THE TREATMENT OF NARCOTIC ADDICTION IN DETOXlFlCATlON OR MAINTENANCE PRO- 
GRAMS, SHALL BE OISPENSED’CNLY BY APPRDVED HDSPlTAl. PHARMACIES, APPROVED CqMMUNlN P-I-, AND MAINE- 
NANCE PROGRAMS APPRMlED BY THE MOD AND DRUG‘ADMlNl8RKflON AND ME DESIGNATED STATE AWf’l-tD~N. 
APPROVED MAINTENANCE PROGRAhlS SHALL DISPENSEAND USE METHADONE IN ORAL FORM ONLY AND ACCORDlNGTOTHETRtXT- 

MENT RECtUlREMENTS STlPULAiED IN THE FEDERAL h@THADONE REGULATIONS (21 CiR 281.39. 
FAlLlIREfO ABIDE BY THE REQUIREMENTS IN THESE REGULATlOfjS MAY RESULT IN CRIMINAL PROSECUTION, SEIZURE OF THE DRUG 

SUPPLY, REVOCATION OF THE PROGRAM APPROVAL, AND INJUNCTION PRECLUDING OPERATION OF THE Pl?c)G~. 

DESCFUPTION 

Methadone HYQmc&ide, USP, (3-heptenone, 6(dimeulylaririno~Aiph9~~l~Ue), ia e Ante. essentktlly c&dew, bitter-Drtlng, trystalllno 
POW&. It is nry soluble In water. soluble in kopropanol end in chlo&orm, and pr#kally Ins~Iuble in ether and in glyoe&. Methedone hydfcchk~id4 
hat a pKa of 8.26 In water at 20%. tta rn&x&r woight in 345.01 and it has the following &udural formula. 

Tho DirketQ prepef#ion of me&no hydmchtoride hag been sp4daliy.fcrmulated with Ins~Iuble ekcipients lb deW lhe ~$0 Of thlr drum b b?jec“ i. 
Methadone hydrochloride has MO empiricai fcrmula C~IH2~NO+lCI, and Its molscular webht h 345.91. 

Each Di6k4t ssnklns 40 mg (0.116 mmol) methadone hjdrochloride. Each tablet oloo contains mic~t&lir)$ ~&Iulose, progdatinized starch, polar- 
6ibII’n pbO6phetO m0nobjS[c, colloidal sWoon dloxlde, rteerlc add, magna&m sloarato. orange lake c&u end of4ngeplnoapplo flavur. 

ACtIONS 

Methadone hyiruchlorida is a synthetic nurcolic anal~oric with multlpte acttons quantitatively simlkr to those of morphine. the most prominent of which 
~IWJIVO the central norwu~ system end organs mmpcse$ bf smccth musdr. The principal actbns of therapeutic valw ~0 I%I&W~ ad sedation and 
d4toxnartlon or molntenance In nar&lc addiction. The m&hadcne aktinence syndrome, although qualitatively similar to th& of morphine. diffen In that 
the onset is skwer. the course is more prolonged. and the’symptotns are I666 severe. 

When administered orally, methadone la appmximately one-hsJf as. potent a6 when given parentarally. Oral administratian rasui?!t In a delay of the 
onset a bwerlng of the peek, and 4n lncraaso in the d&ion of analgeric effect 

WDICAWONS 

1. Detoxiticati treattnant of narcotic addktion (heroin or other morphine-We drugs). 
2. Maintenance treatment of narcotic addiction (herotior other mofphlndlke drugs), in cunjunctb wilh appropriate social and medical 64fvica4. 

NOTE 
If mothodvne is adminittered for treatment of heroin d&ndoncs for more thon three wtoks, the procedure pasaeo from treatment of the 4cut4 4th. 
drawal syndrome (detoxir@Ion) to maintenance tierspy, Maintenance treatment ts pormittod,to be underI&en only by approved methadone progmma. 
This does not preclude the maintenance treatment of an addict who ib ho6pitaltt for medical conditions other than sddidIon end who requlreo torh- 
porary maintenance during this critical period of his/hers&y 01 vrhose enrollment has been #riBed In a program whi& has approval fot.n@inteMnce 
treatment with methadone. 

Hyporsensttivity to methadone. 

CONTRAINDICATIONS 

WARNINGS i 

I Dlstiets Mothodono Hydrochloride ore for oral odmtnlsbatt~ only, This proparatin txntolns lmolubto oxci&% and thoroh must not b4 tnjocrod. tt IS 
required that Disk& M&a&n@ Hyurochkxtde, If dspanred, be @raged in child-rwl~la~t 00nWnen and kept out d RI roaoch of chlldrcn tc pfwont 
acddental inm&on. I 



Methadone hydrochlorida. a narcotic. is a Schedule II csn!rdled substance under the Federal Controlled Substances AC!, Appropriate t@cufi!y m@s. 
woc should be hkon to safiguard sto&s of methadone egoins &m&ion: 

&&UlE)EPEHDEACE. METHADONE CAN PRODUCE DRUG DEPENDENCE OFTHE MORPHINETYPE ANQTHEREFORE, HAStHE POT N- 
T!AL FOR BE!NG ABUSED, 4. PSYCH!6 DEPENDENCE; PHYSICAL dEPENDENC& ANO’TOLERANCE MAY DEVELOP OP( REPEATED AD&X..,- 
TRATION OF METtiAIlONE. AND l7 SHOULD BE PRESCRIBED AND A!lMINIS~RED WJTH THE SAME DEGREE OF CAUTION AJ’PROPRIATE 
TO THE USE OF MORPHIN& 

tnteracflor~ wfth 0th Central Mmws System Deprw$anb - Methadone should be used wilh codon end in reduced dosage in patients who are EQ~- 
currently ncaiving other narc& anelgesic$, general anesthetfcs, phenothiazines, olher tranquilizers, sedaUve-hypno!JcJ, !ricyclic antJdepr@ssan!s, and 
o!her CNS depressents (indu&g &&I). Respiratory depression, hypoledon. and profound seda!ion or coma may @bull. 

.- -- Anxiety- Since methadone, as used hy tolerant subjeoti,$! a constant mair\tenanca dosage, is not a tranquiliif, palbn!s wha are main!ained On v\iO 
drug w3] met to lile prublome and &eases wlIh !JIO same symptom6 of anxiety a$ do ouler individuals. The phy~icia should not CZXI~USC such SYmp- 
tOm3 With Uwse Of rttirwUo abstinence and 6~uIQ not s!!~?lp!to treat am&y by lnuewing !he dosaga of melhadone. The a&n Of methadone itl m&V 
bnance treatment is limited !a the c&ro! of nafco!ic $ym@atns and is ineffective kr relief of general anx!ety. 

Head Irrjury endtncmwsd lnbac,-#;ia/ Pressut~ -The repiralory dapresient E&C% of mo!hodonc and its capacity !o eteva!e cerebnXpina!-f!uii pies- 
sum may’ba markedly oxaggemted in the presence of lnaeaeed Jn!racr+al pre86ure. Furthermom, narcotics produoe side effects !ha! may obscure the 
cllnlcal ccurse o? pagents wtvl head inJurle6. In such pa!icn!s, rnelhadwle mutl be used wi!h caution and onJy !f i! is dwomed em!Jai.. 

A&mu end Other Respimfary condilions - Methadone ihwkl be used wilh cat&n ln patients having an acute as-c attack, In !hoee w!ih chronk 
ob6trudive pulmonary dtraasa or car pulmonale. and br individuals w!!h a subs!antiatty dew&ad PB8Dlra!owrererve, praexis!!ng reSpire!Ory depressfOR 
hypoxia, or hypercapnia. In such p&n&, even usual therapeu!ic doses of narooticb may dwaass mspirn!ory driva while t!mul!anOously lmreasing eir- 
way raslslann, to thepoint of apnea. 

Hypotemi@ GYe# - The admInIstratIon of me!hadone mey rw.uII Iin 6-m hypotensbn in an individual whose abi!ii !o rn&ain hb Mood prwure 
has already be&? compromlsed~by a depleted blood v&fne or c~ncurren! adminkdration of au& drugs a6 the phMo!h~S Of C4tin ~gf!heU*r. 

Usd in .4mbulufory P#JSWI~S. Methadone may impair the inen!a! &/or @y&al abilities required for the performance ti poten!iaily h-w b3k3, 
such a~ driving a car or opemtlng machinery, The patient rhouk! be cauiioned accordingly. 

Meth3dWW, !iJe3 olher nara%!cs, niay produce orlhostaUc hypo!ension in ambulabry patienls. 
Use in pr6gnancy- Safe use in prcbnancy haa no! been es!al%hed In m!atinto possible adverse effec!s on !e!a! development. *reform, mettrnddne 

shculd no! be used in pregnant women unless, in the judgment of !hr physician, the p~!en!iel benefits ou!weigh !be possible hazards. 

PRECAltTlDNS 

m t Pallonto who are addicted to heroin or who qre an the.me!hadona ma!n!onance program may eXPCrianCd WIthdrawal SPP 
tons &hen givan an oplold agonisi-antagonlbt, such as pentabaihe. 

Rifamain -,The concurrent admlnlslratlti of rilampIn n@y PossiMy reduce the bleed c.oncun!rabn of rnelhadone to e degree sufkiont !o voduce wk- 
drawal symploms, The mechanism bg which rifampip may decrease blood coocentrat;ons of methadone is no! fully u%kXStooU, aKhoUgh enhanqsd mkzo- 
some! drugmobbolii onzymk may influence drug dltposition. 

e Oxfdw - Therapeutk v of meperldini have prbcfp!bted severe reactlo% In pa!ien!e conamBn!ly receiving monoam 
ifte OX!&@ lnhlbkcrrs or those who hwe fewlved such agep,is within 14 day& Simlbr rcdo!ions !hua far have no! been reported wkh methadone: but !f !he 
use Of methadone is necessary in such patIenta, a sensibly test should be performed h which repeated small incfemen!a! dose6 are administed Over 
the coulse of sewra! hours while the pa!len!‘s condition and viW &IS are under careful owrion. 

DeslDnmine - Blood levels of desJ@min~ have inaeased with &cum%! methsdo0e therapy. 
Specfal-Risk Ptttienta - Methadone should be given wi!h caution and !he initial dose ehoukl be reduced In certain P&en% such as the eJder!y gr debI!- 

i!ated and !hobe with severe lmpairmont of hepa$o or renal funolion, hypo!J~yrokiism, Addison’s disease, profta!lc hyperlrophy, w ur8!hra! s!r!ciIJre. 
Aoufe Abdominal Ccmdttkms -The admlnlstrallon of me&done or other nemtJa may obscure the diagnosis or alit&al oour6e in paUante with acute 

abdominal c0ndiUons. 

ADVERSE RUCTIGNS 

H8roln withdrmal- Duritq the inc!u&n phase of methadone mein!enetjce treatment, patienls are be!ng wi!hdrswn h&n heroin and may therefore 
dlovV !y@a! wl!hdrawal eyrnp!ofrib, which should be dlffe<ent!eted from melhadone-induced side effects. They may exhibit soins or aA of the blbwrng 
SymptomS associa!ed wi!h ecule w!!hdrawal from heroin orplher opIa!es: latima!ion, rhinorrhna, snsezlng, yawning, swcessive perspicstian, goose-ff& 
bar, ohiJ!iies6 allerMUnp with flushing, res!le$mes.s, !rrlhbili!y, ‘sleepy gen”, weakness, anxiety, depr@SkXI, dJJa!etJ pup& trWnorS, tachyWdkI, 
ebdcnnino! mmpr, body acher. Involuntary !wl!chirQ and &king ments..ar)orexja, nausea, vomiting. diarrhea, h!@naI spasms, and weight k%. 

14tiaJ Admfnisfmti& - Initially, the dosage cl melhadone chguld be &refully tibaled !o the IndMdud. Ind&ion too rapid for the Patient’6 &!y is 
more J!ke!y to produoe the iollowlng eCc!s. 

THE h4AJOR HAZfVIDS OF M!+JADO NE, AS OP &HER NARCOTIC ANALGESICS. ARE RESPIRATORY DEPRESSION AND, TO A LESSLR 
DEGREE, CIRCU~~ORY DEPRESSION. RESPIfViiR~ AR&ST, SHdCK, AND CARDIAC ARREST HAVEOCCURJ3ER 

The most frequently observed adverse reactions indudi !lgh!headednac, diiness. sedation, naubea, vom!!ing, and rrWeatin$. These effects SeBm 
to be more piominont in rrn!~~latory datienta and in those viho are not suffering swore chronio pah. In such Individuals, Imet doses are advisa&. Some 
adverse resc!lons may be allev!a!cd in the a~+&latory pallen! if he lie down. 

Other adverse feacllons Include the follow& 
Cent4 N-s Sysfem - ?@4a. dyspho!;a, w&n& headrrche Insomnlr, agilation, disorientatkm, and visual diilurbanCW. 
Gaelratrte&al- Dry mouth, widrexia, conrUpalJon and diary trP&&asm: f 
Cwdbbmcular . Flughing of the $co, bradycardii palpllation. faln!n=. and syncope. 
Genitwrrirary - Ufi#y r&m!km or hesltanc;y, anudluretlc elf&, and reduoed Sbido and/or potency. 
A&lpi0 - Prurltus, u&aria, other ski!~ rashes. e&me, end, rarely, hsmorrhagic urtic.grla. 
Hembboic - RevamiNe lh -Ia has been described in a narcotics addict with chronic hepa!ltJs. 
h4&km?nw w) d S(ablllzed Dose - During prolonged &dministraGon or me-e. 85 in a methadone rnaln!en&lce treatment program, there TV a 

gradual. yet progresstve, dlsappcaranoe d&de effects ovor a p&d 01 sewrat weeks. However, conett~tion and 6wea!tng often penis!. 

OVERDDSAGE 

Signs and SyrnPma - Methadone is an opioid and produces effe& similar !o !hose of morphine. Symptoms of 0v8rdcse begln within demdb abler 
inbavenous 8dminhtratJon and wiUt!n tinutes or nasat, oral, or recb[ administration. Prominent symptoms are mlodo, respiratory depressJon, S~~VVJ- 
h. coma4 COOI dammy skin. skeletal musdo Wccidi~ lhat may progreu to hyporenslon. apnea, bradyoardia. and death. Noncardbc pulmonary 



edema nay OCCUR, ad tnonltorlng of heart fMng pressures may be helpful. 
lbalmeni - Ib obtafn uptmdata inkxrnation about the treatvent of ove&se, e good resoufoe 13 your oeriif~ed Regitid Poison tinM ceo(er. 

Telephom nt~nlbers of oerttfled polsori czx~tro] o&em are lsled In the Phy.&hs’Desk ~ehmce (PO@. In masine overdosago, cons&r the po% 
sib& of multiple drug overdoses, interaction among drugs, and U&II drug kineucd in yOW WM. 

initial management of opldd overdose should include erlabliiment of a secure alnvdy and support of ventilation and p&u&On. ~bxone IMy be 
ghren to antagonize opioid effects, bjt the airnay mutt bb EOCUW at vomltlng may ensue. The duration of methadone effect 1% much longer (36 to 
48 hour@ than the dotatlon of naloxone effect fl to 3 hours), and repeated doses (or continuous intravenous InfusIon) of naloxono may be 
required. 

If the patient haa chronically abused opidlds, adminitWion of naloxone may precipitate awithdti 6WdrOme that may include Yawning, tearing, rest- 
lessness, sweating. ditated pupils, piloerectlon, vomiting, d!arrhaa. and abdqm‘ml oramps. If these 6ympbms dedo~, may rhould abate qukkly Bc the 
elfeots of nafoxone dMpats. 

If methadone haa been taken by mouth, protect the patknt’s alrway and support ventilation and perfurlon. Msticulausty monitor and maintain, within 
acceptable iimit6, the patient’6 vital signs, blood gases, serum eIedrol$tes, etc. AWfption oldrugs from the gastrointestinal wad may k, decreased by 
giving activated charmal. titch. in many cases. is more e!Feclive than emeris or lavage: consider charcoal inteed of w in additin to gastric empty&. 
Repoeted doses of charcoal over time may hasten eliminaltcn of some drugs that have been absorbed. S&gWfd the pa%lt’o airWay when employing 
gastric emptyiig or ohera~al. 

Forced diuresis, peritoneal di@ys&, hemodiisls. or charcoal hernoperfuzion nave not been estaMshed es benelkiat for an overdose of methadone. 

NOtE 
IN AN lNOlVlDLWL PHYSICALLY DEPENDENT ON NARCOTICS, THE ADMlNlSTRATlON OF THE USUAL DOSE OF A.NARCOTlC AN7MONtST 

WILL PREClPlTATE AN ACUTE. WTHDRAWAL SYi’lDROME. ME SEVEFWY OF-I-HIS SYNOROME WlLL DEPEND ON THE DEOREE OF PHYs. 
ICAL DEPENDENCE AND THE DOSE OF THE ANIMONIST ADMINISTERED. THE USE OF A NARCOTlC ANTAGON!ST IN SUCH A PERSON 
SHOULD BE AVOIDED IF POSSIBLE. IF IT MUST BE USED TO TREAT SERIOUS RESPtdATORY DEPRESSlON IN THE PHYSICALlY DEPEND. 
EtdT’ PAtlENT, THE ANTAGONIST SHOULD BE ADMINISTERED WmH EXTREME CARE AND BY TlTRArlON WITH SMALLER THAN USltAt 
DOSES OF THE ANTAGONIST, ---.... 

DOSAGE AND.‘$iD#IINI$-fRA~lON i 

For Dsfoxikat;on Veatmenl -‘l-HE DRUG St-iALC 8E &MINISTERED DAILY UNDER CLOSE SUPERVISION AS FOLLOWS: 
A detoxifrcatin treatment course shall riot exceed 21 dey$mnd may not & repeated eaMr than 4 week after oompletlon of the prcoeding coui~. 
In detoxification, the patient may receive methadone wh.en the@ are $ignWant symptoms of whhdmwal. The dowe schedules indicated below ai% 

rawntmended but could be v&ad In acc+lance with dical judgment. Initilly, a single oral dose of 15 to 20 mg of methadone v/ill often be au&i&It 
to suppress with$rawal symptoms. Mditional methbdone’mey be provided If withdrawal symptome ar,e not 6upprccMd or if aymptome reappopS WhOn 
palient8 are $hy~tcally dependent on Mgh doses, It may M necessary’ to exceed these @vel% 
stitute an adeauate stabitiing dosage level. 

Fgty n\glday In single or divided doses tilt utib Con- 
Stabilizetion can be conthiued br 2 to 3 days, rr~d then the amount of methadone nomreliy till be gradually 

dacmased. The rate at which methadone k decreased will be determined %$parately for each patient The doae of methadone can be deceased on a 
daily basis or at 2day $Wvelc, but the amount ol intake shall always be ruflWent to keep withdrawal syn-@tomS at L tolorabla level. In hospitalized 
patients, a dally red&on of 20% of the total daily dose qey be tolerated and.may OUJC liina dis@mfort. tn 8mbutatory patients, 0 somewhat e@‘er 
schedule may be needad. ‘If methadone ia adrnini6tered for more Plan 3 weeks, the procedure I6 oonsidered to have progressed frOm detnxlficatlon or 
Weabnenl of the acute withdrawal syndrorne’to maintenance treatment, wen though the goal and Intent may be BV$nNaI lotal wIthdrawal. 

For MaMonance Tredlfmenf - In mahtemnm treatment the in&l dosage of methadone should control the abstinence 6~111ptofn~ that fdlow wi(hM 
of nercoIfc drug6 bul should not be 80 great a$ to wuso,tedation, respiratqry depression, or other effects of a&J@ int6xl&kM. ft i0 imPXtant tit Ihe 
k&at dosage be adjusted on an individual b&la to the nsrcolio toleranm of the’new p&Ian1 IF suohti patient has been 1 heavy user of he&l up t0 the 
day of adr+slon. he/she may be given 20 nig 4 to 8 hours later or 40 mg in a sin@ oral doss. If the patient eiWe (rea(ment with little or no nruodt;e 
tolerance (e.g., if h&he has recently been relaared from jail 01 other oonfinement), the tntttal dosage may be one hetf ti~8 quantitie?. when thW0 is 
any doubt. the smaller dose should be used Inltially~ The ptient ehotid then be kept under observalion, and, if symptoms of abslinenw are dittWru’ng, 
additial Wmg doses mey be admInIstered as needed. SubsequenUy, the dosage &ould k adjusted Indlv~duatty, as to&&d and M@ad, Up WJ a 
level of 120 ltlg daily. The patient wlll’tnitiaity’inge~t he dh under obiervaiion daily, or et least 8 days a week. for tha first 3 m~nfhs. After demon&at- 
ing Wlisbclory adharsnw to the program reg&Uono for elieast 3 months, the patient may bo permitted to reduoe to 3 limoC We+& the oooasions v&0 . 
h&he must Ingest the drug under vbservatkx The patied shall receive no repro @tan a 2dw takthome oupply. With wntinuing adherence to the pe 
gram’s requirements for at teast 2 yea?; he/she may then be permiued twice-weekly vlslts to the program for drug Ingestion undet ObservaUon, with a3- 
day takehome apply, A daily dose of 120 mg or more shall be Justified In the medical record. Friof approval from state authOn~ Snd tha Fcad and Drug 
AdMWation k required for any dose above 120 mg edniititored at the ciinic‘and for any dose above 100 mg to be LakeI? at home. A regulsr reviW 
of doeage level should be made by the responsible phy&i$ with careful consideration given to redudlon of dosage as Indicated on an lndiiidual basis. 
A new dosage level I6 only a t!st lopI until stability it a&loved. 

specie/ ~9i&~tions for 8 P&~nanf Pat/en? l C&.&n shall be taken In the malntanance treatment of pregnant patients, Dosage Iw~Js shall bs kept 
as kw as possible if continued methadone treutmont Is deemed necessary. ‘lt IS the respontiility of the program sponsor to assure that Mach ferW~ 
patient be fully Llfofmed conwrntng the possible risk6 to a pregnant woman or her unborn child from the use of methadone. 

Spedal UmWow 
TiaOnmt dPaUents Unbar Age I8 

1. The Safety and aff&Uveness of methadone k, WJ in the tmatment of ‘adotes’cents have not been pruved by adequate dinical study. Spedal prow- 
durer ~4 thorofore.nowssary to assure that padonts under egi 16 will not be admitted to a program ancl &et patiunts behvaen 16 and 18 years ol 
age will be admitted to maintena&e treatment only under limited conditiona 

2. Salients belween 16 end 16 years olsge who wara enrolled and undertre@ment In approved pro#iama on December 15. 1912, may centhue in mah 
tenance treatment. No new patients between 16 and 15 yeers OF age may be admitted to a rneinfenanca treatment program after March 15.1973, 
UdeS¶ P peren!, @aI wwhn. OT responsible adult dsslgnated by the state authority Wmpfetec and signs Form FD 2635, ‘Cansent for MeuKMOh9 
Treatment? 

MeVladono treatment of new patients between the a& of 16 end t8 yearn wltl bo permitted after December 15,1072. only with a documon!ed hii- 
tory of 2 or more unsW%9sful attempts at detotioatidri and a documented hi&n of dependence on heroin or other morphine-Uko drups be&&9 
2 Yea19 or more plier to applicaUon f&treatment. tie patient under age 16 ‘&y 6 contliiued or started on memadono tre&rnent a&r Pec+n&r Ii, 
1972. but these patients may be @etoxlfied and retained in the prcgram In a drug-free &ate kr follow-up and aftercare. 

3. Fattents under age 18 who are n&t pluced on malntenanw treahnent may be deioxifled. Detaxitioation may not 8%ec?d 3 weeks. A repeat @Scd@ of 
detoxifiwtion may not be initiated unUl4 weeks after the wrnpletion of the previous detox%wtlon. 



HOW 8UPPLIED 

DISKETS@ Disparslblw hb1et6 
Methadona Hydrochloride 
Tablets USP. 49 mg 
40 mg peach cs~~s~scored tablets (ldetified 54 883). 
NDC I?4PlcC53825: Bottles of 100 Iablei~. .’ 

St@ at 25’C (VT); exwnlans pofmiH~I 
to 15’.30-c (53=86~q 

[see USP Cont~~kd Room Temperature]. 

Mfd. by: Rexano LaboratoM, Inc. 
Cohmbus, Ohio 43216 

Ckt. by: C&M Pharwcwkds, Inc 
Birmingham, Alabama 36242 
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